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DSM Anti-Infectives DSM (S

Wateringseweg 1, Delft
PO. Box 1, 2600 MA Delft, The Nethertands
Telephone +31 15 279 9111

Dockets Management Branch (MFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061 .
Rockville, MD 20852 -
USA

Your reference Qur reference Direct line Delft

CO/SA/107 +31152792361 1999, 14 October

Docket No. 99N-1415

Dear Sirs,
Please find hereunder the comments from:

DSM Anti-Infectives (formerly Gist-Brocades B.V.)

P.O. Box 1

2600 MA Delft

The Netherlands

. Contact person:  Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
Tel: +31 15 2792361
Fax: +31 15 2793632

on FDA's Proposed Rule on “Supplements and Other Changes to Approved New Animal Drug
Applications” (dated 23'June 1999 and issued for comments on 1 October 1999).

DSM Anti-Infectives, a Business Group of the Dutch company DSM, is one of the world’s
leading manufacturers of gntibiotic AP(s and —intermediates. Our Business Group has sixteen
wholly- and partly owned manufacturing sites worldwide, and is the holder of more than twenty
five DMFs (many of which were formerly approved AADAs for bulk) submitted to and in
majority previously reviewép"and found acceptable by the FDA.

COMMENTS:

DSM Anti-Infectives recognizes that both the existing and the proposed CFR 514.8 (b)
provide for the possibility of defining less burdensome notification procedures for changes
within accompanying Guidance documents.
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Because the proposed CFR 514.8 has been written in such a way that especially the
recommendations on the filing mechanisms for changes to bulk pharmaceutical manufacture -
which is the area our company is active in — will be covered by accompanying Guidance
documents, we would like to refer to our comments previously submitted on the following Draft
guidance documents:
¢ Draft BACPAC | Guidance
o Draft Guidance on Changes to an Approved NDA or ANDA
» Draft Guidance on Chemistry, Manufacturing and Controls Changes to an Approved

NADA or ANADA

Copies of our comments on those draft documents are enclosed for your reference.

We trust that FDA will take these comments seriously into account, not only in the finalization
of these Draft Guidance documents, but also, where relevant, in the finalization of the
Proposed Rules.

Sincerely yours,

-

Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
DSM Anti-Infectives

Delft

The Netherlands

- Enclosures
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Wateringseweg 1, Delft
P.C. Box 1, 2600 MA Delft, The Netherlands
Telephone +31 15 279 9111

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville, MD 20852

USA

Your reference Our reference Direct line Delft

CO/SA/106 +31 15 279 2361 1999, 14 October

Docket No. 99D-1651

Dear Sirs,
Please find hereunder the comments from:

DSM Anti-Infectives (formerly Gist-Brocades B.V.)

P.O. Box 1

2600 MA Delft

The Netherlands

N Contact person:  Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
Tel: +31 15 2792361
Fax: +31 15 2793632

on FDA’s Draft Guidance “Guidance for Industry: Chemistry, Manufacturing and Controls
Changes to an Approved NADA ar ANADA” (June 1999), issued for comments early October
1999.

DSM Anti-Infectives, a Busmess Group of the Dutch company DSM, is one of the world’s
leading manufacturers of antibiotic APIs and —intermediates. Our Business Group has sixteen
wholly- and partly owned nganufacturlng sites worldwide, and is the holder of more than twenty
five DMFs (many of which \Ivere formerly approved AADAs for bulk) submitted to and in
majority previously reviewed and found acceptable by the FDA.

COMMENTS:
Except for the deletion of the section on "Labeling” and for some minor differences in certain
details in the text, this new Draft Guidance is very similar and largely even identical to the

previously issued Draft Guidance “Changes to an Approved NDA or ANDA” (CDER, June
1999).

Gist-Brocades B.V. established at Delft, Trade Register Haaglanden No. 27227704
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For this reason, our comments are exactly identical to the ones submitted on above

mentioned CDER Draft Guidance. We therefore enclose a copy of these previous comments
and request that these will be seriously taken into account in the further finalization of this

CVM Draft Guidance.

As already stated in the enclosures, we wouid like to re-emphasize our serious concern that
the overall approach used for all FDA’s current Draft Proposed Rules and Guidances on post-
approval change authorization requirements and procedures, does not take into account that it
should also be possible for DMF holders to implement post-approval changes. We trust that
the FDA will adhere to one of the key principles of the FDA Modernization Act: “To reduce the
number of post market manufacturing changes requiring FDA approval and otherwise to make
it easier to implement manufacturing changes for approved drugs”. In this respect, we would
also like to refer to our comments/suggestions submitted to FDAMA Docket 99N-0386 on July

26, 1999.-

Sincerely yours,

g
Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
DSM Anti-Infectives

Delft
The Netherlands

- Enclosure

,,
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Wateringseweg 1, Delft
P.O. Box 1, 2600 MA Delft, The Nethertands
Telephone +31 15 278 9111

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville, MD 20852

USA

Your reference Cur reference Direct line Deift

CO/SA/78 +31 15 279 2361 1998, & July

Docket No. 99D-0529

Dear Sirs,
Please find hereunder the comments from:

DSM Anti-infectives (formerly Gist-Brocades B.V.)

P.O. Box 1

2600 MA Deift

The Netheriands

Contact person:  Chris Oldenhof, Ph.D.
Manager International Regulatory Affairs
Tel: +31 15 2792361
Fax: +31 152793632

on FDA's Draft Guidange “Guidance for Industry: Changes to an Approved NDA or ANDA”
(June 1999). \

DSM Anti-infectives, a Business Group of the Dutch company DSM, is one of the world's
leading manufacturers of antibiotic APls and —intermediates. Our Business Group has sixteen
wholly- and partly owned manufacturing sites worldwide, and is the holder of more than twenty
five DMFs (many of which were formerly approved AADAs for bulk) submitted to and in
majority previously reviewe . and found acceptable by the FDA.

COMMENTS:

The content of this new FDA Draft Guidance has caused great disappointment and even
astonishment within our company. However, we believe this may have been caused by the
fact that this new Guidance has probably been drafted before the FDA had the opportunity to
evaluate the comments which have been previously submitted by industry - including our
company - on the Draft BACPAC | Guidance, that was issued in November 1998,

For your reference, we enclose a copy of our comments on the BACPAC | Draft Guidance,
which were submitted in January 1989.

Gist-Brocades B.Y. estatlisreq at Ceift, Trade Register Haaglanden Ng. 27227704
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We trust that the FDA will endorse our view that Regulations and/or Guidance that do not offer
industry the possibility to maintain its regulatory compliance, should not come into existence.
However, as was clarified in our enclosed comments, the BACPAC | Draft unfortunately is a
clear example of such a, to be omitted, Guidance.

The now issued Draft Guidance on “Changes to an Approved NDA or ANDA” contains exactly
the same elements, relating to the authorization of changes in bulk pharmaceutical
manufacture, as the BACPAC | Draft did. It, therefore, unfortunately fails within the same, to

be avoided, category.

We kindly request the FDA to once more seriously consider the points made and the
suggestions given under point 2. (“Major specific comment”} in our enclosed letter of last
January. With these comments we intended to cover not only BACPAC |, but indeed the entire

scope of BACFAC.

We hope and trust that both this new Guidance and its companion BACPAC Guidance will, in
their final form, provide for procedures and requirements that will enable industry to implement
necessary, beneficial and often unavoidable changes in bulk pharmaceutical manufacture.
However, in order to avoid that many API manufacturing processes will be completely and
perpetually “frozen”, both Draft Guidances will require further revision along the lines
suggested in the enclosure.

Sincerely yours,

Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
DSM Anti-Infectives

Deilft

The Netherlands

- Enclosure .

Courtesy copy:

Dr. Roger Williams (HFD-003)

Deputy Center Director for Pharmaceutical Science
FDA/CDER '

Office of Pharmaceutical Sdience

6027 Woodmont Office Comglex 2

Rockville, MD 20852

USA
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CABLES GISTBROCADES
2361 Dockets Management Branch (HF A-305)
Food and Drug Administration
CO/SA/256 5630 Fishers Lane, rm. 1061
Rockville, MD 20852
USA
January 6, 1999

Docket No. 98D-0994
Dear Sirs,

We herewith would like to submit the comments of:
Gist-Brocades B.V
P.O.Box 1
2600 MA Delft
The Netherlands
(contact person: Dr. Chris Oldenhof)
on the Draft Guidance for Industry "BACPAC I", issued by the FDA in November 1998.

Gist-Brocades B.V. is one of the world's leading manufacturers of antibiotic APIs and
-intermediates. Our company has twelve wholly- and partly owned manufacturing sites world
wide, and is the holder of more than twenty DMFs (many of which were formerly approved
AADAs for bulk) submitted to and in majority previously reviewed and found acceptable by the
FDA.

A)

‘1. General statement:

(Relating to the entire Draft Guidance)

The current FDA thinking reflected in the BACPAC I Draft Guideline is one very positive an
important step towards imprdving post approval change requirements, procedures, and filing
mechanisms for APIs and their intermediates in such a way that they will accommodate change,
progress and improvements instead of making any change practically impossible, as has largely
been the case for dedicated bulk manufacture until now. The adherence to scientific principles -
such as substance "equivalence" as key criterion - is strongly supported by Gist-brocades.

'
The most critical issue which is, '/héwever, left unaddressed by the Draft Guidance relates to the
procedural problems which exist for implementing - especially process - changes in
Multi-Customer and/or Long-Chain Supply Systems (MCLCSS). The paragraphs in the Draft
Guidance relating to changes in site, scale and equipment, however, have largely been received by
us as being realistic, reasonable and workable.
Our specific comments follow hereunder.

GIST-BROCADES B.V.
TRADE REGISTER
DELFT NR 26027704
ESTABLISHED AT DELFT



2. Major specific comment:
(Relating to page 14, line 99 to page 18, line 38 of the Draft Guidance)

Because an important part of the API- and intermediates manufacturing industry is involved in the
supply within MCLCSSs. we strongly feel that the key issue sull 1o be solved through BACPAC
lies in preventing that manufacturing changes will be unnecessarily and fully blocked for reasons
of a too high regulatory burden - in terms of efforts, costs - on purchasing companies
downstream.("The Customers. The Customers' Customers and even The Customers’ Customers'
Customers" may be involved in efforts related to submissions of (A)YNDA Supplements!).
Therefore, our by far most important comment is the following:

* If, within the scope of BACPAC [, equivalence has been proven for any intermediate (up to and
including the final intermediate), the submission of a supplement by the holder(s) of related
(A)NDAs will not be required.

Reference to the changes relating to the manufacture of the intermediate should be provided
within the (A)NDAs' Annual Reports.

[n brief, our comment comes down to downgrading all process changes with proven "intermediate
equivalence” to the Annual Reporung categoryv (CFR 514.70.d.)

Note: The section of the Culdance describing these specific requirements should swongly
emphasize that equivalence determinations which appear to be inacequare may lead to severe
sanctions up to procuct recalls. It should also stress that the scrutiny or all data relating to the
determuination of equivalence will be a top priority within FDA's bulk inspections program.

The above filing mechanism forms the only thinkable procedure fer making process
improvements possivie within MICLCSSs, as long as the approval of DMEs s not yet an option
for the FDA and as long asassessment of any information incluced in DMEFs and i their
Amendments can only be iriggered through each and every related { A)NDA separately.

However, approval of DMF's is still an extremelyv suitable dption to solve the MCLCSSs issue.
Such a system, which then should include approval of submissions on changes to the DMEFs,
would result in a workable situation for both the FDA and for indusav. To ensure both

- workability and the safery of drug products, the svstem should have the following features:

- Only DMFs referenced by (A)NDAs will be assessed and approved

- Approval may be limited 0 cne or more SUPAC dosage form categories.

Overall, such a procedure wpuld increase regulatory control over many process changes: review
may occur before implementation instead of after implementation, s is the case with CBES

changes.

We would like to suggest vet ong other possible solution for the above issue, from a quite different
angle of approach:

In MCLCSSs the fnal incermedikt@s are normally older, well known substances, available from a
substantial number of suppliers. It may therefore be concluded that such substances are falling
within the criteria, as included in FDA's February 1987 Guidance, 0 determine what should be the
"Starting Material”. This secause clearly more than one of the listed criteria are being met by such
materials.

[n addition, this would 5e fully in line with the current (draft 2) definiticn on the "API Starting

Material" within [CE/Q7 A,



By clarifying this matter. possibly within the BACPAC Guidance. the "Long Chain” aspect of the
above described issue on iling mechanisms could also be resolved in a straightforward and

elegant way.

3. Additional major comment:
(Relating to page 12, line 54 to page 14, line 98 of the Draft Guidance)

The Draft Guidance indicates that in case of relaxation or deletion of specifications other than for
the final intermediate, the filing mechanism should be CBES. However, obviously suchra
requirement will lead to exactly the same filing problems in MCLCSSs as described above.

We therefore analogously propose to either allow for filing of such changes in Annual Reports,
PROVIDED THAT EQUTVALENCE OF AN INTERMEDIATE HAS BEEN PROVEN, or
alternatively, to consider zdopting the suggestion on the "Starting Material" definition. as

described above.
4. ¥ioor comments:

(Relating to page 3, line 76 of the Draft Guidance)
We suggest to delete "at 2 minimum” in order to avoid unclariry and uncerainty.

(Relating to the section sizrting from page 8, line 32 of the Drart Guidance)
For the sake of claritv. we would propose to insert an introductery sentencs to that section as

tollows:
"1f the site change is not withuin a single tacility, the following applies:”

We trust that the FDA will recogruze the very urgent need to resolve the final major issues within
the area of regulatory dlings on bulk post approval changes, as described above. The BACPAC
Guidance is offering the unique opvortunity for accomplishing such a historic result.

[t is our strong belier that only reasonable and, especially also workable procedures and filing
mechanisms will bring benefit to scciety as a whole and to the safetv and health of the patients in

particular.

.

Sincerely yours,

Chris Oldenhof, Ph. D.

Manager International Regulatory Affairs
Gist-Brocades B.V. "

Delft (W

The Netherlands oy
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